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Abstract 
Elevated mortality in liver transplantation-waiting list, clinical complications and scarcity 
of paediatric liver-donors warrant alternatives to liver transplant for treating paediatric-
chronic liver diseases (CLD). Liver’s unique intrinsic capacity to regenerate damaged 
tissue constitutes a potential approach. However, CLD hinders liver regeneration. We 
hypothesized that Ketogenic Diet (KD), that ameliorates CLD, could restore liver 
regeneration. Nonetheless, in this seminar I present unpublished data supporting that 
KD-feeding impairs liver regeneration and increases mortality after partial hepatectomy 
in juvenile CLD-and healthy-mice. However, KD did not reduce the incidence and 
growth of hepatocarcinomas suggesting that KD impairs cell proliferation in a 
regeneration-specific manner. KD impaired one-carbon metabolism, induced a liver 
progenitor-like transcriptional signature before hepatectomy, deregulated the 
molecular machinery for liver cells exiting quiescence and proliferate as well as altered 
innate immune response. Consistent with methionine-deficiency in KD underlying 
impaired liver regeneration, methionine supplementation restored hepatic regenerative 
capacity and survival in juvenile healthy and diet-induced CLD-mice. 
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